Background. There was limited published data on target organ damage (TOD) and the effect of nonadherence to practice guidelines in Ethiopia. This study determined TOD and the long term effect of nonadherence to clinical guidelines on hypertensive patients.
Background
Hypertension (HTN) is deemed the major cause of morbidity and mortality worldwide. It affects approximately 1 billion individuals globally [1] . HTN ranked as the leading single factor for Global Burden of Diseases, most notably in SubSaharan Africa and South Asia regions where a substantial proportion of the world's population resides. In Sub-Saharan Africa, prevalence of raised blood pressure was around 30% [2] . A recent systematic review showed that the prevalence of hypertension among Ethiopian population was estimated to be 19.6%. Its burden is supposed to be increasing due to the growth and aging of the population around the world [3, 4] . Death from hypertension arises from target organ damage (TOD) such as cardiovascular, cerebrovascular, and renovascular accidents. TOD is the structural and functional impairment of major body organs due to elevated blood pressure (BP). These vital organ impairments including left ventricular hypertrophy (LVH), proteinuria, retinopathy, and vascular dementia are collectively referred as target organ damage [5] . The heart, brain, and kidney are the main target of elevated blood pressure because these organs take the large share of the blood circulating in the vasculature [6] . The cardiovascular complications include left ventricular hypertrophy (LVH), heart failure (HF), ischemic heart disease (IHD), and cardiac arrhythmias. Cerebrovascular injury resulted in the form of ischemic and hemorrhagic stroke events, whereas the renal effect ranges from asymptomatic structural damage to end stage renal disease with massive protein urea. Hypertensive patient also occasionally presented with retinopathy, peripheral vascular disease, and sexual dysfunction [7] .
Globally, about 62% of cerebrovascular diseases and 49% of ischemic heart disease are attributable to elevated blood pressure (BP) [8] . In developing countries, its morbidity and mortality are increasing due to a change in life style. 
Lost to follow-up and center change Patients with uncontrolled blood pressure (UBP) are the most at risk for TOD. A cohort study has reported that poorly controlled hypertension is independently associated with mortality, cardiovascular risk, and disease progression [9] . Some other factors such as advanced age (longevity), overweight, and obesity were also found to be related to the incidence of cardiovascular complications in hypertensive patients [10] . The burden of TOD could be modified by early diagnosis, treatment, and close follow-up of HTN. Periodic review of treatment modalities has been tried globally so as to bring the best treatment approach [11] . New diagnostic maneuvers and treatments are being introduced every year to get blood pressure lower. Other interventions like combination therapy are frequently practiced to achieve optimal control of BP [12] . These measures achieve effective reduction of TOD through blood pressure (BP) control [13] . Despite these efforts, the incidence TOD is dramatically increasing worldwide due, partially, to the lack of implementation of clinical practice guidelines (CPGs). Estimation of the magnitude of TOD among HTN patients and investigation of potential risk factors for TOD will enable us to reduce or modify the burden of TOD [14] . The current study has been expected to address epidemiologic nihilism of TOD. To the researchers' knowledge, there was limited published data on the determinants of TOD in developing countries including Ethiopia. This study focused on the prevalence and predicting factors of TOD on hypertensive patients attending tertiary care hospital, north Ethiopia, during the year 2015-2016.
Methodology

Study Area and Study
Population. Gondar university hospital (GUH) is a teaching referral hospital that serves 5 million people in northwest Ethiopia. It has both inpatient and outpatient departments (OPDs). The medical OPD comprised the newly established 1000-bed medical ward including chronic diseases. Chronic disease follow-up is given at this hospital for hypertensive, diabetic, asthmatic, and heart failure patients from the area. The follow-up period is arranged between weeks and months based on the choice of the patient and appointment for further investigations by senior physicians. All hypertensive patients that do have follow-up at GUH were our source population. Patients who had complete documentation were included under the study population. All age groups were considered for the study.
Study Design and Study
Period. An open level retrospective cohort study has been applied by which all eligible patients are enrolled in the study as soon as they are registered to cardiac clinic till the completion of the study. Patients were retrospectively followed for a mean period of 78 months. During this time patients might develop TOD, be lost to follow-up, or remain without complications. TOD at the time of presentation was also included. Patients on treatment were particularly evaluated for appropriateness of their therapy versus the incidence of TOD.
Sample Size Determination and Sampling Technique.
About 664 hypertensive patients that return to clinic at their appointment dates were evaluated for eligibility. Figure 1 illustrated the stepwise enrollment of study subjects.
Inclusion and Exclusion Criteria.
Patients who have had a complete medical record and who have a routine and regular follow-up were included in our study. Patients who were lost to follow-up and death from nonhypertension cause were excluded.
2.5.
Variables. The types of complications were our dependent variables while date of appointment, BP level, concordance with the national treatment guidelines and the eighth International Journal of Hypertension 3 joint national conference (JNC-8), regimen change, age, sex, and type of therapy were the independent variables.
Data Entry and Analysis.
Data was entered to and analyzed by SPSS software for windows version 21. A person-time method was taken to calculate the incidence rate of TOD. Cox regression was conducted to test associating factors of target organ damage. Kaplan analysis was done to evaluate the effect of inappropriate drug selections on TOD. value was set at 0.05 with 95% confidence interval. Incidence rate (IR) of each TOD was determined by taking into account the actual observation time of each subject during the study period. It was calculated based on the following formula: (1)
Data Collection Procedure.
Data was collected by trained data collectors who have been working at University of Gondar, School of Pharmacy. A structured questionnaire containing sociodemographic data, type of complication, year of complication, and follow-up period was designed by the investigators. Data collectors directly fill the questionnaire by searching the relevant information available on patients' medical card. Echocardiography and electrocardiography results were referred during our data collection. Blood pressure measurement took place during the last follow-up. Each subject underwent further physical examination to determine clinical features of LVH, HF, stroke, renal failure, and fundoscopy for hypertensive retinopathy. Hypertensive cardiac damage was defined by the presence of electrocardiographic LVH based on the voltage criteria [15] . Abnormal heart rhythms, wall motions, and tension were taken from echocardiographic results using M-mode and two-dimensional (2D) echocardiography. Renal damage was confirmed based on the presence of microalbuminuria as determined by spot urine albumin-to creatinine ratio. CT scan results were investigated to distinguish stroke events [13] . Erectile dysfunction was evaluated with the International Index for Erectile Function questionnaire.
Ethical Considerations. Permission from School of Pharmacy was obtained in the form of written consent. Ethical clearance was requested and obtained from clinical director of University of Gondar hospital.
Results
Sociodemographic and Clinical Characteristics of Respondents.
Of the total 664 patients, 612 who fulfilled the inclusion criteria were enrolled for the study which gives a response rate of 92.2%. The mean age of the participants was 52.43 ± 13.2. The mean follow-up period was 78 months. About 341 (55.72%) study subjects were females. Majority of the participants were having both systolic and diastolic Most of the complications found to be appeared at the time of presentation (22.8%). Complications declined 1 to 3 years after diagnosis (11.9%). But, after five years of diagnosis the complication became more common again (18.7%) (Figure 2 ).
Incidence
Rate of Hypertensive TOD. The incidence rate of HF was around 30.8 cases/1000/person per year (PY). The second most common TOD is IHD (22 cases/1000/PY). Significant number of patients also experienced hypertensive urgencies (17.55/1000/PY). Sexual dysfunction is the least reported organ damage (0.49/1000/PY) each year ( Table 2) .
The most prevalent TOD was HF (11.6) followed by ischemic heart disease (8.3). The least common TOD was sexual dysfunction (0.67), retinopathy (0.9), and AF (0.9) ( Table 3) .
A Cox regression result indicated that several factors were associated with the occurrence of TOD in hyperten- (Table 4 ). When patients were followed for a period of 78 months in terms of treatment concordant with guidelines, there was significant difference in the rate of TOD among patients: Log Rank 11.975 ( = 0.01). Concordant patients develop TOD very late as compared to those who receive medication without the standard treatment guideline. The mean progression free period for discordant patients was shorter than concordant patients (Figure 3 ).
Discussion
Hypertensive complications manifested as end organ damage are the major indicator of advanced disease. The timing of International Journal of Hypertension 5 ACEIS: angiotensin convertase inhibitors, CCBs: calcium channel blockers, BBCs: beta-blockers, CHR: crude hazard ratio, and AHR: adjusted hazard ratio, * significant at 0.05 level. Female, urban residence, absence of comorbidity, systolic hypertension, one-month duration of appointment, uncontrolled BP, concordance with guidelines, presence of regimen change, monotherapy, and age between 21 and 30 were our reference variables. * * indicates significance at 0.01 level.
appearance of organ damage was dependent on the presence of triggering factors. This study aimed to evaluate the burden and determinants of TOD in hypertensive patients attending GUH. It was found that the overall cases of TOD were 40.3%. Comparative result (43.1%) was reported in Nigerian hypertensive patients [7] . Another study revealed 44.5% TOD in hypertension patients attending primary care [16] . In the present study most of the complications were found to appear at the time of presentation (22.8%). This might be due to the late presentation of patients and underdiagnosis of cases [17] [18] [19] . Complications declined 1 to 3 years after diagnosis due to the initiation of therapy and life style modifications [20] . But after five years the complication became common again; this might be due to the fact that the therapy is overcome due to the progression of the disease in resistance to HTN and aging of the patients [21, 22] . The cumulative incidence of HF was 30.8% which was relatively higher rate as compared to a finding reported by Sahle et al. 6 .26/1000/year [23] . The high incidence of HF in our study might be due to the lack of adherence to CPGs in order to prescribe medications with compelling indication which could have reduced the progression of structural heart disease into overt HF [24] . Moreover the regression of LVH might be delayed if appropriate medicine is not initiated because antihypertensive drugs have different effect on ventricular regression [25] . In addition the high rate of IHD could contribute to the presence of HF as IHD might gradually progress to HF [26] . The prevalence of LVH was 2.2% in the present study. High magnitude of LVH was reported in Spain (22.9%), Nigeria (27.9%), and Greece (33%) [7, 16, 27] . The lower finding of LVH in our study could be attributed to the rapid progression of LVH into HF which diminishes the number of LVH cases [28] . The rate of hypertensive retinopathy was below one percent in the present study and it was nearly 2% in Nigerian patients [6] . On the contrary, it was significantly higher (39.9%) in Iranian hypertensive patients (HPs); this might be due to the high level of sever BP pressure, in Iranian population which might directly impose with the occurrence of complications. Moreover, there was a significant difference in the study design and period between the two studies [29] .
In this study, nearly 5.5% of hypertensive patients encountered stroke events. Almost similar result (6.3%) was observed in multicenter study from Greece [16] . Choi and Park reported a relatively higher rate of stroke in Korean HPs. This might be due to the longer follow-up period and nearly one-half of the respondents were having AF which is the major risk factor for stroke in Korean HPs [30] . Our studies revealed nearly one percent prevalence of AF. A nationwide study from Thailand stated that prevalence of AF in hypertensive individuals was found to be (3.46%) [31] . The prevalence of atrial fibrillation was 16.4% in Nigerian population. This disparity could be attributed to low rate of BP control and comorbid peripheral vascular disease in Nigerian HPs [7] .
It was found that multiple factors were found to be implicated with the incidence of TOD to long standing hypertensive patients. The frequency of regimen changes independently affects the occurrence of TOD. Periodic regimen changes were associated with low incidence of TOD. This might be due to the initiation of a single therapeutic agent at subtherapeutic dose [11] . Hence, the regimen change might allow new and appropriate therapeutic options including combination therapies [32] . Sex was not correlated with higher incidence of TOD. However, Papazafiropoulou et al. has reported that TOD was more prevalent in males than in females [16] . Other studies identified that male gender was associated with the incidence of stroke [33] and AF [20] . A large survey from Chinese HTN population has discovered that older age, male gender, and SBP were independently associated with cardiovascular, coronary, and renal complications [34] . However, in this study any age group and type of HTN was not related with cardiovascular or cerebrovascular damage.
The present study has also found that the coincidence of comorbidities increased the risk of TOD nearly 1.5 times. This is due to the fact that these special populations predisposed for other noncommunicable disease states which might independently cause TOD [35] . Moreover, when patients acquire more than one disease state at the same time, they are forced to take multiple medications which is commonly referred polypharmacy. The effect of polypharmacy is escaping of one or more doses of a certain drug due to pill burden and suffering from side effects which leads to uncontrolled HTN. Previous studies indicated that polypharmacy was independently correlated with uncontrolled HTN which in turn determines the incidence of TOD [35] [36] [37] . Medication recommendations to the national standards guidelines were found to substantially reduce the number of TOD. It is true that the provision of medications as per national standard treatment guidelines enables adequate control of blood pressure and regression of TOD through the administration of the right therapeutic agent for the right patient [38] . This 78-month follow-up of subjects indicated that patients that took appropriate medications develop TOD very late as compared to those who receive medication without the standard treatment guideline. The mean progression free period for discordant patients was shorter than concordant patients. A study compared treatment guidelines and BP control also stated that patients who were prescribed an antihypertensive regimen that is JNC concordant were having optimal control of BP [39] . The basic aim of adherence to standard treatment guidelines in the treatment of hypertension is to achieve adequate disease control, since controlled hypertension results delayed complications and progression of target organ damage.
Overall, this study has provided a baseline evidence on the burden and determinants of TOD in Ethiopia. However, it did not investigate the impact of obesity, metabolic syndrome, and social habits such as smoking history on TOD. It is also carried out in a single center with limited number of patients. Hence, a thorough investigation of these factors is warranted nationwide.
Conclusion
More than forty percent of patients acquired target organ damage which is more significant. Heart failure is the most common form TOD in hypertensive patients. Factors such as presence of comorbidities, nonadherence to practice guidelines, and failing to change regimen were correlated with the incidence of target organ damage. Patient who receive medications according to standard treatment develop TOD very late as compared to those who took medication without the standard treatment guideline. Early diagnosis and management of hypertension and modification of triggering factors are essential to prevent complications. Moreover, drug prescription should be based on the standard treatment guidelines.
